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DS^tARATIQN OP DANIEL J, CAPON 

Honorable CoBmissioner of Patents and Trademarks 
Washington, D.C, 20231 

Sir: 

1. Daniel J. Capon, declare that: 

!• I am Senior Vice-President and Chief Technical 
Officer at Cell Genesys, Inc. ("Cell Genesys"). I make this 
declaration in support of Applicant's Petition To Make Special 
Pursuant To 37 C.F.R^ Sl*102(d), filed concurrently herewith. 

2. I was awarded the degree of Doctor of 
Philosophy in Biochemistry from the Massachusetts Institute of 
Technology in 19S1. From 1981 to 1990, I worked at Genentech, 
Inc., in molecular biology research, achieving the position of 
staff scientist, the most senior scientific position at that 
company. From 1990 to 1994, I was Vice-President of Research 
at Cell Genesys, and since 1994 I have been Senior Vice- 
President and Chief Technical Officer at Cell Genesys, where I 
am responsible for research and development strategy. 

3. I am familiar with the various methods for 
inserting DNA sequences into the genome of mammalian host 
cells, including homologous recombination. I am also familiar 
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with recombinant DNA methods that are currently being utilized 
in the field of gene therapy. 

4. I have read and am familiar with that portion 
(page 1, lines 10-21) of PCT International Publication 
WO 94/12650, entitled "Activating expression of an amplifying 
endogenous gene by homologous recombination" (Applicant: 
Transkaryotic Therapies, Inc. ("TKT")) [pages 1-6 attached 
hereto as Exhibit A] that states: 

Presently available approaches to gene therapy 
make use of infectious agents, such as retroviral 
vectors, which include the genetic material to be 
expressed* Such approaches have limitations/ such 
as the potential of generating replication-competent 
virus during vector production; recombination 
between the therapeutic virus and endogenous 
retroviral genomes, potentially generating ' 
infectious agents with novel cell specificities, 
host ranges, or increased virulence and 
cytotoxicity; independent integration into large 
numbers of cells, [and] increasing the risk of a 
tumorigenic insertional event [.] 

5* I have also read and am familiar with the 

claims as amended in an Amendment Under 37 C.F.R. Sl-115, 

filed on June i, 1994, in the above-identified application. 

6, The- invention disclosed in the above-identified 
application relates to the safety of research in the field of 
recombinant DNA by providing methods and compositions for 
transferring different nucleotide regulatory sequences into 
mammalian host cells to control endogenous gene expression 
without requiring the use of viral or retroviral vectors. 

7. The invention disclosed in the above-identified 
application further relates to the safety of research in the 
field of recombinant DNA by providing methods and compositions 
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for transferring different nucleotide regulatory seguences 
into ma»»alian host cells in a precisely targeted manner using 
homologous recombination, thus reducing or eliminating the 
possiblity Of multiple integrations at random sites in the 
mammalian host cell genome. 

8. I have also read and am familiar with: 

(b) a published report entitled "TKT 

Sirii"^" Erythropoietin (EPO) By 

Gene Therapy; Kovel Gene Activation ^ 
Technology Eliminates Need For EM 

llZlil ??f '''' 

^""^ EPO^Ji^S^f entitled "Mice Produce 

S Blowfr?^ PS"Py Study" which appeared 
in BioWorld Today, vol. 5, No. 9, ppf i_2 
on January 13, 1994 [Exhibit D] . ' 

9. on or about January 12, 1994, cell Genesys 
first became aware that TKT was performing Applicant's method 
for producing endogenous proteins using homologous 
recombination in mammalian host cells. 

10. TKT.8 gene activation technology is described 
in Exhibits b-D: 

(a) Exhibit B, page 4, second paragraph, states: 
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From this statement, tkt appears to have used its gene 

activation technology to produce and expr ..sion genes" 

^-.. nucleotide sequences in which different regulatory 
elements are comhined with endogenous genes encoding proteins 
such as human EPO, human Pactor Vxn, etc., in mammalian host 
cells, in this case, human fibroblast cells, 

W E'^l^ibit C, fourth paragraph, states: 

can be applied to thlM ^J f : ■ technology 

(e) Exhibit d, paa© 2 f ^r-«i- 

' page 2, first full paragraph, 



states: 



MlSae'/po?«s%"? '2' ?^ J^^.^^"*^^^ ^«i"r, 
skin fibroWaS^ieJPiw^^'^^" ^^^^i" the 

- a gens segueLi - tJJriens%hr^'?? "'^"'^ 
make Epo since EPo 2® ^® ^^^^ to 

Skin fibroiJSt celll "°5e"Srii^: 
Insert i^^ ^^ Trnntrnl reol It fJE ^^^"^ 

^^^^^ 

Fro. «,«. two at.t™«,t., r^., 

control region" deeorlbea above th.t (. ,, 
w^th an ,„i„e„,„ ,,,, , 

regulatory ele™„t «at activates ,e„. expression. The 
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insertion of the different nucleotide regulatory element 

"adjacent" to the natural gene indicates that this regulatory 

element is inserted so that it is operatively associated with. 

the endogenous gene of the mammalian host cell. That "this 

piece of, DMA ... turns on Epo [protein] production in the 

cells-, indicates that expression of the endogenous gene is 

controlled by the inserted different regulatory element. 

■(f) Exhibit B, page 21, sixth paragraph, states: 

Following transf action, a sinalft f^^n . 

filsnsa (I.e., copied) and propagated resulting 
flLSiJ?™ population of identical 'cells to? 
implantation. [T)he Company clones a cell 
that is capable of producing the therapeutic 
protein at desired levels (Imphasis JddSf 

Thus, following transfection. mammalian host cells are 
selected in which there has been successful integration of the 
different nucleotide regulatory sequence so that it is 
operatively associated with, and controls expression of, the 
endogenous gene. 

Exhibit D, page 1, first paragraph, states: 

Mice that received implants of aleln nai-t.^ 
modified to contain the 6r?th?Sjoiet£ JenS 

have nr»,^,,ped f^ftri,r.^».^4p jf^..^-,!. Vvn T^Z. ..^ 

Wednesday . . . (emphasis added) . P«*^^ea 
Exhibit C, fifth paragraph, states: 

BCaflast for t he treatment of seSermi ^ n^ . 
Iddll) corporate partners (emphasis 



(g) 



(h) 
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From these two statements, it appears that IKT Is presently 
uslncT its gene activation technology to produce proteins in 
mammalian host cells. 

11. In view of the pertinent portions of the 
description of TKT»s gene activation technology, as recited 
and described hereinabove in paragraph 10 (a) -{h}, I believe 
that TKT'B gene activation technology produces a mammalian 
host cell, and is a method for producing proteins in a 
mammalian host cell, in which expression of an endogenous gene 
in the host cell is altered, i.e., activated, by replacing a 
wild-type nucleotide regulatory element in the host cell with 
a different nucleotide regulatory element via homologous 
recombination. I further believe that the different 
regulatory element is integrated into the mammalian host cell 
genome so as to be operatively associated with the endogenous 
gene of the mammalian host cell, that expression of the 
endogenous gene is controlled by the integrated different 
regulatory element, and that altered mammalian host cells with 
the correctly integrated different nucleotide regulatory 
element are selected and propagated. 

12. The undersigned declares further that all 
statements made herein of his own knowledge are true, that all 
statements made on Information and belief are believed to be 
true, and further that these statements and the like so made 
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are punishable by fine or imprisonment, or both, under Section 
1001 Of Title 18 Of the United States .Code, and that such 
wilful false statements nay jeopardize the validity of this 
application or any patent issuing thereon. 



Date: 



Attachments; 
Exhibit A: 



Exhibit B: 



Exhibit C: 



Exhibit D: 



PCT Publication WO 94/126S0, entitled 
Activating expression of an amplifying 
endogenous gene by homologous recombination" to 
Transkaryotic Therapies, inc. (pp? i-S* ^° 

ThirJnlif '^^i**" Statement for TransJcaryotic 
t^S ' the securities 

J-?, StSr '=^®'™ie8ion on July 26, 1993 (pj 

Report entitled "TKT Scientists Deliver 
l2:?I2??i*JJ" <5«"« TherapJl Sovel 

EpS L?2Ji« "'^^f^ EliminatJ; NeeS For 

£P0 License." PR Newswire's "Today's 
Headlines," published January 12, 1994. 

Report entitled "Mice Produce EPO In Gene 
Therapy study." BioWorld TodayrVoJ.? So 9 
pp. 1-2, published January 13, 1994 ' 
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